R^ARKS 

Upon entry of the present Amendment, claims 1-22 and 24-47 vdll be pending. Claims 
48-54 are cancelled as mm-elected claims. Claim 23 is cancelled and the limitation in this claim 
is incorporated into amended claim 1 . Applicants reserve die rights to pursue the canceled 
subject matter in a subsequent q)plication» The above-described amendments do not introduce 
any new matter into the present application. 

Restriction requiremMt 

Applicants appreciate die Examiner's acknowledgonent of A{qplicants* election without 
traverse of Group I, claims 1-47. Claims 48-54 are cancelled as non-elected claims. 

Informatioa Disdosure SUitemat 

Ai^cants appreciate the Examiner's review and consideration of die references listed on 
' the 1449 received II July 2(K)2 in Paper No.8 and die International Search Report »^ 

Paper No. 8. Applicants, however, noticed th« references 10-12 submitted with the July 1,2002 
Infonnation Disclosure Statement (Paper No.8) have not teen considered^ presumably due to the 
feet that these refer^ces are not in Engti^ Applicants enclose herein an English abstract for 
each ofthe references (Exhibits A-C), AppUcants respectfully request the Examiner to consider 
the rrferences, in light of the newly submitted English abstracts, and make the referaiees of 
record in the present a^^^ication. 

Rejecttoss under 35 U.S.C. § 112 

Claims 3, 9, 21 , 22, 25 and 3408 are rejected under 35 U.S.C. 1 1 2, second paragraph, as 
allegedly being indefinite for failing to particularly point out and distinctiy claim the subject 
matter which applicant regards as the invention. 

These rejections have been overcome by the amendments of claims 3» 9» 21 , 22 and 34-38 
as suggested by the Examiner. 
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!t is i^pectfuUy submitted that the rejection of claims 3, 9, 21, 22. 25 and 34-38 under 35 
U.S.C § U2 is overcome by the above remarks and/or amendments and imist be withdrawn. 

Rejection under 35 U.S.C § 102 

Claims 1-18, 26-33, 36, 38-41 , 46 and 47 arc rejected under 35 U.S,C. 102(b) as being 
allegedly anUcipated by Rava et. al.. U.S. Patent No. 5,545^31 (Rava). Regarding Claim I, 
Rava is alleged to disclose an integrated dc^ce comprising a substrate comprising a plurality of 
distinct micro-locations and a plurality of microchips wherein the number of micro-locations 
equals the number of said microanays chii^ (Column 8, lines 1-27 and Fig. 4-6). 

This rejection has been overcome by the amcndmait of claim 1. Clahn I,initsprcscntfy 
amended form, recites *1he inicrolocation(s) is thermally msulated by an inot gas,** wWdi is not 
disclosed in Rava. Claims 2-22 and 24-47 are not antic^)atcd by Rava as these claims depend 
onddml. 

Zhou 

Clauns 1-6, 8, 10, 13-22, 26-27, 31-33, 36, 38-41, 46 and 47 arc rejected under 35 U.S.C. 
ia2(e) as being allegedly anticipated by Zhou et. al., U.S. Patent No. 6^55,491 Bl (Zhou). 
Regarding Claim 1, Zhou is alleged to disclose an integrated device comprising a substrate 
con^sing a plurality of distinct micro-locations and a plurality of microchips wherein the 
number of micro-locations equds ttie number of said microarrays chips (Ck>lumn 6, line 53 • 
Column 7, line 24). 

This rejecdon is respectfully traversed. As disclosed at cohmrn 6, lix 53 through column 

7, line 24, a portion of Zhou cited by the Examii^, Zhou discloses a sin^e biochip, not an 

integrated microanay device comprising a substrate conqmsing a plurality of distinct 

mirmlnrflrinns and a yluralitv of micToarrav chips . In any case, this rejection has been overcome 

by the amendment of claim 1 , Claim 1, in its presently amended fiwm, recites **the 
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inicrolocation(s) is thennally insulated by an inert gas,** which is not disclosed in Zhou. Claims 
2-22 and 24^7 are not anticipated by Zhou as these claims depend on claim 1 . 

It is respectfully submitted that the rejection of claims 1-22, 26-33, 36, 38-41, 46 and 47 
under 35 U.S.C. § 102 is overcome by the above remarks and/or amendments and must be 
withdrawn. 

Rejection under 35 § 103 

Rflva in view of Yasuda 

Claims 1 9-22, 34, 35, 37 and 42-45 arc rejected under 35 U.S.C. 103(a) as allegedly 
being unpatentable over Rava in view of Yasuda ci. al^ U.S. P^cnt No. 6,093370 (Yasuda)- 

This rejection is respectfully traversed. Rava and Yasuda, whi^r alone or in 
combination, do not render tte presently claimed invention obvious because there is no 
motivaticm, whetto ex{^citly or implicitly, to combine the teachings of Rava and Yasuda to 
' arrive at the pfesently daimed integrated microarray device 

The nature of tte motivati<Hi required in order to justify combining documents in sappoii 

of an art rejection has beai outlined by the Federal Circuit in In re Rtn^et, 47 USPQ2d 1453 

(Fed* Cir. 1 998). As Acre clearly wt fOTth, only thrw recognized motivations arc acoq>table. 

The first is a suggestion in the dc»cum»ts themselves. There is no such suggestion h«c either in 

Rava or Yasuda to combine the teachings of the two references. The seooirf possible rationale 

lies in the Mtuieofthe problem to be solved. What problem would Ais be? Rava^hes 

methods for concurrently processing multiple biological chip assays by providing a biological 

chip plate comprising a plurality of test wells, each test well having a biological cWp having a 

molecular probe array (See abstract and Figures 4-6). Yasuda teaches a process and q>paiatus 

fw selectively extracting a trace quantity of a target polynucleotide (DNA or RNA) by 

modifying each of independent split areas on the surfisce of a substrate separately with each of 

probes (specific oligonucleotides) having different base sequences re^ieclivcly, hybridizing 

polynucleotides (DN A or RNA) in the sample solution separately to the probes, ami then heating 
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a specific area alone of the substrate selectively to allow a polynucleotide alone complementarily 
hybridized with the heated probe to liberate from the prc^ (See column 2, lines 21 *30 and 
various figures of Yasuda). Thus Rava and Yasuda use two totally diffuait operational 
principles and there is no common problem to be solved heie. The durd and final criterion is 
clearly not present • tiie notorious nature of at least one document cited such diat everyone in the 
field would be expected to be await of it 

In addition, even assuming, arguendo, there were motivation to combine the references, 
combination of the teachings of these references would not result in all <he elements of presrat^ 
pending claims. Each of the imsently pending cimms has the limitatioa microlocation(s) is 
thermally insulated by an inert gas."* As recognized by the Examiner, ndther Rava nor Yasuda 
teadies or suggests such a limitatioa 

Rgva in view of Yas uda and further in view of Schcmbri 

Clams 23-25 are rejected under 35 U.S,C. 103(a) as allegedly being unpatentable over 
Rava as qspHed to claim 19 above and further in view of Schemfari et aL, pBtent No. 
6^58,593 (Schembri). 

Regarding claims 23-25, the Examiner adoKwledges that Rava and Yasuda do not 
spedficaUy teadi that the mim)locations are themudly insulated by an inert gas ( 
wherein the inert gas is air (claim 24) and wherein the Insulted air is contained between the walls 
of adjacent wells. The Examiner, howev^, alleges that Sdiembri teaches a dmilar device 
wherein the microlocafions are itemaUy insulated by air between the walls of adjacent welb 
(Fifr 1-3). The Examine asserts that it would have been obvious to oiw of cmlinary skill in the 
art at the time the claimed invention was made to apply the insulation of Schembri to the space 
between the wells of Rava and Yasuda to thereby msulate the wells from each other for 
obvious b^efits of maintaining environmental control of each individual microlocatton. Tte 
Examiner further asserts that one ^Ucd in the art would have been mo^ 



5d-li!692 



7 



Serial No. 09^7^1 
DoctoNo.514572000100 



insulate the miciolocations to thereby optimize thermal conditions for each microlocation based 
on the test bang perfonned thereon. 

This rejection is respectfully traversed. Rava, Yasuda and Schcmbri, wh^her alone or in 
combination, do not render the presaitly claimed invention obvious because there is no 
motivation, whether explicitly or implicitly, to combii» the teachings of Rava, Yasuda and 
Schembri to arrive at tte presently claimed integrated microanay devices. 

In fact, SchmM teaches away from such combination to arrive at the presently claimed 
invention. The test for *neaching away" is tfiat a *^erence will teach away if i^ 
line of development flowing from the reference's disclosure is unlikely to be productive of the 
• result sought by the appUcant." In re Gurley, 27 F.3d 55U 553, 31 USPQ,2D 1 130, 1131 (Fed. 
Cir. 1994). In addition, if proposed modification would render the prior art invention befag 
modified umatis&ctory for its intended purpose, then thw is no suggestion w motivation to 
make the proposed modification. In re Gordon, 733 F.2d 900, 221 USPQ 1 125 (Fed. Cir. 1984) 
* (Claimed device was a Mood filtw assembly for use durii^ medical procedures wherein both the 
inlet and outlet for fte blood were located at the bottom end of tte filter assembly, and wherein a 
gas vent was present at the top of the filter assemWy. The i»ior art reference taught a liquid 
strainer for rwnoving dirt and water fiom gasoline and otiicr light oils wtercin the inlet and 
oudet were at the top of the device, and wherein a pet-cock (stopcock) was located at the bottom 
of the device for periodically r^noving the collected dirt and wat». The refereiK^ fiirthcr taught 
that the separation is assisted by gravity. The Board concluded the claims were prima facie 
obvious, reasoning that it would have been obvious to turn the reference device upside down, 
The Court reversed, finding that if the prior art <feidce was turned upade down it would be 
inoperable for its intended purpo» because the gasoline to be filtered wouJd be traiqjed at the 
top, the water and heavier oils sought to be separated would flow out of the witlet instead of the 
purified gasoline, and the screen would become clogged.). 

The Examiner's allegation that that Schembri teaches a device wherein the 

microlocations are thermally insulated by air between the walls of adjacent wells is erroneous. 
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First» the chamber of the devices taught in Schembri are sealed by mechanicai means and not by 
air {See e.g.. Figure s 1-3 and column 10, line 57 though column 1 1, line 52 of Schembri), The 
only use of air bubble taught in Scl^mbri is to facilitate mixing of contents of the enclosed 
chamber {See, column 5, lines 19-20, lines 47-56, column 10, lines 8-14, lines 48-53, cohmm 12, 
lines 1-2, lines 25-42, lines 54-58, column 1 7, lines 4-6, lines 16-20 and m claim 12). On the 
other hand, if Sdiembri vme to be combined with Rava and Yasuda, as suggested by the 
Examiner, to arrive at the pmently claimed integrated micioairay devices, the air would be 
located between microlocations and not in any microlocations. Hus modification would made 
die tnto^d use of air, 1 e. , fecilitating mixing of contents of the enclosed chamber, as taught in 
Sdiembri, impossible* And this is unpermissible mkx die well estaUished ie^ precedents. 

It is respectfuQy sutasstted that the rejections of claims 19-25, 34, 35, 37 and 42^5 under 
35 U.S.C- § 1 03 have been overcome by die above remarks and/or amendments and must be 
withdrawn. 

Double patenting 

aiou 

Claims 1-8, 10, 13-22, 26-27. 31-33, 36, 38-41, 46 and 47 art rtgcctcd under ^ 
judicially created doctrine of obviousness-type double patenting as allegedly being unpatentable 
ov^claims 1-40 of 23iou. 

This lejection is mpectlVdly traversed. As discussed above in com»cdon with die 
anticipation {ejection, claims I «40 of Zhou are directed a single Inochip, not an integrated 
micioarray device compri^g a siAstrate ccHUprising a plurality of di^ct microlocaticms ami a 
plurality of microanray chips^ In addition, as recognized by the Examiner, Zhou does not 
disclose, let alone claim, a device wherein die microiocations are diamally insulated, not to 
mention thermally insulated by an inert gas. 

Cheng 

9 Serial Na 09^,271 

Docket hk).S 14572000100 

sd-l 11692 



Claims 1-47 are r^ected under the judkially created doctrine of obviousness-lype double 
patenting as being unpatentable over claims M39 of Cheng et al.« U.S. Patent No, 6,403^7 
(Cheng). 

This rejection is respectfully travased. None of claims 1-139 of Cheng is directed to an 
integrated mtcroarray device conqprising a substrate comprising a plurality of distinct 
mioolocations and a plurality of microarray chips and v^erein dte nuciolocations are thermally 
insulated by an inert gas. 

It is respectfully submitted that the rqections of clanns M7 under the judicially created 
doctrine of obviousness-type double paten&« have been overcome by the above remarks and/or 
amasdments and must be withdrawiL 

In the unlikely event that the transmittal l^ter is sepan^ from this document and the 
Patent OfSce determines that an extension aad/os oUacr relief is required, Applicant petitions for 
' any required relief including exten^cms of time and auttorizes the Assistant Comrnis»or» to 
diarge the cost of such petitions and/or other fees due in connection with the filing of this 
document to Deposit Account No. 03*1952 referencing docket no. S14S72(H»100. 



Respectfiilly submitted. 
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VERSION WITH MARKINGS T O SHOW CHANCES MADE 



1 . (Amended) An integrated naiaoarTay device, which device comprises a 
substrate comprising a phirality of distinct miaolocstions and a plur^ity of microanay chi|», 
wherein the number of said microlocadons equals to or is more than the number of said 
microanay chips, and v^^ercin the miciolocati on(sl is thenpanv inmilflted hv an inert gas, 

3. (Amended) Thi> Ap>^An^ nf i^lmm ^, whaiein tj^sqbstrate comprises a alicon 
and the silicon is silicon dioxide or silicon nitride* 

9. (Amended) The device of claim 1, vsAerein the numbor miciolocatiQns and the 
(Sslance [among the] between each mteolocations [correspond] are the same as to a standard 
microtiter plate. 

21* (Amended) Ti»>H^*-^ Afglnim 10 wfaegeiB the microlocations are wells and 
at least one of the wdla is thermally insulated. 

22, (Amended) The device of claim 1 0, whernn the microlocations are wdls and 
all of the wells are thermally insulated. 

34. (Amended) tiia A^t^ nf rl«tlm 11^ uihetmn tlife mmetv is a cell and the cell is 
select^ from tte group consisting of an animal cell, a plant cell, a fungis cell, a bactmum cell, 
arecombinant ceil ^ acultuied cell. 
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35. (Amended) Thf ilrvi^ '-f '■I'lr ^^r^^ "^^t^Y « cgHular mrganelle 
and the cellular organelle is selected from the grwip consisting of a nuclei, a mitochondrion, a 
chloroplast, a ribosome, an ER, a Golgi apparatus, a lysosome, a pioteasome, a secretory vesicle, 
a vacuole and amicrosome. 

36. (Amended) Thi> Am^i,^ rUim vuh^n the moiety is a molecule and the 
molecule is selected ftom die groiq> consisting of an inorganic molecule, an organic molecule 
and a complex thereof 

37. (Amended) The device of claim 36, ^dierein the motetv is an inorganic 
molecule and the inorganic molecule is an ion select ed ftom the groi^ consisting of a sodium, a 
potassium, a magnesium, a calcium, a ddorme, an irwi, a copper, a zinc, a manganese, a cobalt, 
an iodine, a molybdcrami, a vanadium, a nickel, a chromium, a fliwrine, a silicon, a tin, aboron 
aiKl an arsenic ion. 

38. (Amended) The device of claim 36, wherein the moi^ is an organic molecule 
and the organic molecule is selected fiom the group consisting of an amino acid, a peptide, a 
protem, a nucleoside, a nucleotide, an oligonucleotide, a nucleic acid, a vitamin, a 
monosaccharide, an oligosacdiaride, a carbohydrate, a lipid and a complex ifa^eof. 
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